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m m m 

[0001] :^mmi-i. skwm^^umKmu mmat. skmm±(Dm-^ir^Mmxnm 
^/v-<;*— i/^. ikmrn^mp^m-. mm\mmm. mm^p't-mmmm. m^mm 

[0002] jfiLWtf^ (angiogenesis) ttt. Wt^(Dlkm7b^hmtHZskm7!)m^^tl^m.M(D:i 

Tv>;5(##fp:i:iiti)o 't(D^o^j:^^xnmmt\^x. m\^mj^mm<^mM'nm 
toii^/v-^;^— i>';^. sk^^m^m^m. mmimmm. mm^^L-w^mmm. m 

jfuW^^^^^i^^bT^ VEGF (vascular endotheUal growth factor) -^FG 
F (fibroblast growth factor)-2J^^^*<DH^^lCj;?), jfclf l^^jNBaa;&5^tt>fb$*l/ 

mi^mm^x^shL^m(Dnmmi^^^T^m!)^^htix\^^^^ 
[0003] :i(DXofj:^m^it>. 7&^. shL'^m^mm^mi^tir^mmmo^mmm g ^tix 

i^m ^mc<. ikwm^i!^mi¥m^^ir^mtcfmM(Dmmm^fhx\, 

0^ffXWil:Carmehet P. , Nature Med. ,9(6), 653-660(2003) 
#^i^fF:S:j|lt2: Chang JH, Gabison EE, Kato T, Azar DT, Curr. Opin. O 
phthalmol. , 12(4), 242-249(2001) 
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#^#fF:S:i^3: Dredge K, Dalgleish AG, Marriott JB, Curr. Opin. Investi 
g. Drugs, 4(6). 667-674(2003) 

[0004] tJfeoT. ^^mit. mwiisLmm^mum. Rxj^^^m\'^itik*wm±<Dm^'r 
[0005] ^^ib^^mmKm^. ^mmhttmmmmm^m\f ^xskmrn^^mm^Ri^ir 

[0006] . fi. (1) 

[0007] mi'] 



[0008] i^^. R\ R^RXfR^it. ^tl^tim^VX:^mW.^. ^^^yvlg^^, tKn^v-S. 



IT . // 




(CH2)5r-X— (CH2)n- 
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So 

[0009] ^fc. ^^mi^. taiB-jift^ (1) xm^MM^TK^it^m. ^<^ifexf*^tbfc 

[0010] *fc. ^if^^mmit. mm-^^iDx-m^Mm^T^^y^h^m. ^(Dmxn^tih 

[0011] :^mmK^M. mwiia.mm^num^m^x^. $^i::w:jf[LWff^<DM#-r 
^^m^. !iEn^/i'-<;^— i^;^. Mmm^mp^u. mm'mmmm. mm^»t-m^m 

[0012] mimi\t^it^mmmn(DiaMm^^-m:^'rmx^^o 

m2m2n.^it-hm<ofB'!^mm (a) use (b) \z.mt'r^^^^-rmx^^ 

o 

[0013] ^^mxmm-t^—^^d) K^irit^mm\-i. Bl^^li#-^WO03/02703 
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3Xo2703^^mmM<Dfy^ti.^mmm(D-'mtvx:i:z.iz^\m-r^o 

[0015] R'-R^T^^^tl^T/l^^/^S^UTf*. C -C (DUm. ^i^mXiim^(DT/>^ 

1 8 

1 8 

/i^, ::/intVv, ^^^^/v, ^^-y/u^ c -c -MikT 

3 8 

1 6 

[0016] R'-R^-e^$tL'5^M3<>'Vgt^T/V'=3r/VS^bT(i. l—3m<D^^^^ym^-dm 

m^ftc^-<:-T/)^^/i^mi>^mifhth, CKD^-^hy^/^^rapt^/^, 2, 2, 2-V)}:7;v 

1 6 

[0017] T/v=i^^>'S^bT{*C -C <DiiL^, ^^m.y.\iW^(or;vziei-iy^-fy%^{f^j^^ 

1 8 

C -C -mMJLn.'^^m<OT/V:=i^i/mt\.Xn.^ -e^l^ti. ^h^v-. ^b^^f n-:/ 

1 8 

njKdri/, -ry:/n7K^->, n-:/h^v^. ^y:/h^i/. sec-:::^hdf i/, tert-::/hdf i/, 

3 8 

v^^n:/nl::VV;r=¥i/. v'i?'n:/^/V:^d5^iy, -y^n^^^y 
o ^<n>o%. ^^V^^-y. n-:7'n^:^^/, -fy^n^H^eix, n-:/h^^/#<DC -c 

1 6 

[0018] T/V:ar/^^:^Si:b-C{*C -C -T ;V^fV^-t^ii^m-f^f\^. m^it^^/l^^:t. 

1 8 

1 6 
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[0019] TyV=i^v';;&/V7j?::i/l'Si!UTf*C -C -T/V=i^->:fy/V^^/umi>^mifhn. m 

1 6 

1 4 

[0020] r^V^MJVmtVXn.. C -C -T/V:^MJ'\^^iJ^mfhf\.. mxAtT-^^/V, 

1 6 

1 4 

[0021] R^-e^^tv5T/V^:::^/V^^LTf*. C -C -T/^>5r::^/V^^5^tf btl/. '^J;t{^2- 

3 8 

3 6 

3 8 3 

6 

[0022] RV^^n^ry— /vs^bT^c -c -ry— /vS;5s^(f #ijx.{^:7^^/v, 

6 14 

[0023] R^-e^^tvS-^T^nry— /VS^LTf^^^ig^^Srl— 4i@-^tf5X}i6M^;&^^'fe 
5^^ciTy-/V^;55^tf btL. -B^iIX-fi-Y^i^^^y/^S. t:*y>^/V^. ey^v?::^/^^^ 

;5W*bv\ R''-e^$ixST7/v^/v^i:bT«. c -c -ry— /V-C -C -T/V^r 

6 14 16 

;vmii^mfhf\^. m^\f.^'>^^f\'. •:^:7^/^^^/^. :7aic=:/vai^/v, ^a.ri/ki/nt' 

16 16 

>Jt-5-^-7"oTy— /V-C -C -T/V^r/V-SdS^tf btb^ '^J;tfi-l'5^?'y'y/VC -C -T 

16 16 

fv^jvm. t-yi^'/vc -c -T/v^/w^. tfy$^<?-/wc -c -r/v^sr/vs^^ss^tf ^ 

16 16 

[0024] m^>(DTy— /VS. -^^ary—zl-S. T^/V^/WSx X{*-^^nT^/V=¥/VSl- 
emi^-SSirb-Cf*. T/v^/vS. T/v=i=¥i/S. ^^^^^^W^T tv^^^y^^ r;v 
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1 3 
1 8 

1 4 

1 3 

[0025] X^bT«NR^;6Si8^^b<. ^^hiZR^'itK C -C T/l-=^/VS. e^aXfi^e^C -C 

18 6 1 

4 

— /V^. g^3^}*#^gJ^I<^C -C -TU— C -C -T/V^/V^. fe5V^^*l— 4 

6 14 16 

1 6 

^'Noy:^]^^, tKn:^^^^^. T/W^/VS^ ^Nny^gifeT/W^/VS. T/V=i=¥i^ 
[0027] UiOXf^l^^-r^^S, l;5SJ;90^bV\ 

[0028] ^ ( 1) (D>fb'a-#»<?55*) > X^SNRVfct) ^ R^'dSC -C T/U^/um. Wi^Xit^m^ 

1 8 

c -c ry— /vs. l-4^(o^^M^^^tf5x^*6Mmog«lx«:#^ei^lo^ 

6 14 

v^nry— /ws. mmxf*#^e^<^c -c -ry— /^-c -c -r/v^/vs. fesv^ 

6 14 16 

{*l-4^0^mM^=-^tf5X{i6M^<^m^X{*#m^^7"DTy— /l^-C 

1 6 

/vadrixm. T/V'^/V^:*-^. by:7/V:tn^^/VSJtTJ«T/W^W^;';^-=3fi/S;6*e>i^ 
fitxS lX{*2i@(DSX«i^i^>d5®I^U-CV >Tt>ctV ^>'a.^/VX.fit°y v^/l^S. fe-S 

1 8 
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[0029] ^h{Z.iS.ti, X^M.i^m^t±. 4-[N-(4-p(h^i/7a:c=i/W)-N-[[5-(3, 4, 5-hV 

p{h^i/:7ai::^/V')fc'yi;?:^-3->r/i']7«^/i']T^y]-i-[C2-(3, 4, 5-hy7<h=¥i/:7ai 

t°y i^>-4-^/U2 ^^/V] t:'-<y v?^^. 4-[N- (4 - ?ih^-yy znz=./l-) -N- [ [2- ( 
3, 4. 5-hyp<h=¥V73i— /V')t°yv^>'-4--l'/V']7«^/l^]T5y]-l-[[2-(3, 4, 5-h 
yp«h^^/:7air::/V)t'yi^i^-4--r/V]p<^/W]fc'-^yi;^:/Xf*^ttb<Dlt^5^t)^ 

[0030] mmt^mn) (DMbi^xn. m^±.ff^^tv5mx-hMm^Mm^ti^j:\^ ^t^k 
m:^\tmmm.. ^itTi^mmm. ^^^tT^^mmm.. mmm. v:^^M<DXo^j:mm<Dm 

HMM;^B.^WtM.. :x,^:y:^/v^i^miM.. ^i^-^i^^/^^^^z^nk 

m.. p-wi-=^>:^/V'^:ymM. -y^^mM. -^w:/^it> m^mM. ^ 

[0031] mmt^m (1) f*. 7kmmi^itm^Mmimim(D]^mx^\M^7iK m 
[0032] :jvh(D^t^ma) it. ^mmmmi^^-rxoi^skmrn^^mmmir^i^m^m 

[0033] :^mm(Dmmit. ttim^t^mn) . ^<7)Mxit't(Dmm^m^m^m^t'r^h 

it. mm. •^I'f-^i'vn. m^j. ixn^y^^^j/ji^iJiissps^xri. 
^n. m^tm^n. m\. w^mn. ^Jk>M. ^is^j. ^m\fsi}^i^^^ 

it. mm. m^n. ^^n. m'm\. m-mm'm\. ^m^\. 9rwn. wm\. 
^j. m^n. mmi. ^%n. ^m. w^n. ^ismm^'Mmi'^t>^^zLhii^x 

[0034] im'm<r>mM.<o^^mtmm(D^m. 'mu m^. ik^w^mLxmn-m 
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mmKXoxm^j:^tK mn^^Aim\^xmw.^t^^a)ti.xiuo. 01-100 
omg. 0*b<«:o. l--looIDs^lmxtt^m^^^nx^^an^x^t0^&a^■^ 

[0035] un^. mmm^mifx^(Dmm^m^M.wmmmir^tK ^Kommcommm 
[0036] ^^mi 

4-[N-(4-p<hdE^->:73:zi/V)-N-[[5-(3, 4, 5-hVy^h^i^^:^=-/^)\i'])i^>-3- 
-l'/l-]^^/V]T^7]-l-[C2-(3, 4, 5-hl}?^h^->y=^=^/^^Wi^>-4r-^/V2;i'f- 

S^<2j|B#^WO03/02703^<2i#SB<fe<?5^J£^J13 (4-[N- (4-p<hdf-i>':7rn 
:=^/V)-N-[[5-(3. 4, 5-hyp«h'3E^i/:73.::^/V) t'yv?:/-3— r/V]p«^/V]T^7]-l- 

[[2-(3. 4, 5-hyp<hdei/7a,cri/k)tryv?>'-4--r/w]y^/v]t"^y^;?^^-3iiL^:iL) 

[0037] :»^^:126-129'C 

NMR: (400MHz, DMSO^ ) 6 :1. 66-1. 75(m, 2H), 1. 84(d, 2H, J=10 

6 

. 7Hz). 2. 30(t. 2H. J=ll. 5Hz), 2. 68(dd, 4H. J = 3. 7Hz, 15. 4Hz), 2 
. 98 (d, 2H. J=ll. 2Hz), 3. 50-3. 55 (m, IH), 3. 64 (s, 3H), 3. 69 (s, 2 
H), 3. 71 (s, 3H), 3. 73 (s, 3H), 3. 84 (s, 6H), 3. 86 (s, 6H), 4. 46 (s, 2H 
), 6. 76(d, 2H, J=9. OHz), 6. 85(s, 2H), 6. 86(d, 2H. J=8. 8Hz). 7. 83 
(d, IH, J=4. 9Hz), 7. 35 (s. 2H) , 7. 83 (s, 2H), 8. 42 (s, IH), 8. 57 (d, 
IH. J=4. 9Hz), 8. 68 (d. 1H,J=2. 2Hz) 
[0038] ^M^Jl(*&#«fflJlia^fflVNfcJflLWff^«I^Jf^ffi<^«lf^) 

^-^\^vxi\z.^n^M*n%^^^)Vh\jx^ M^^t^mmtrnm^umi^^mrr 

^Z±\Z.^<>XmM-^f\^^^^'^yWL^nmt^'^'fjViim^^^X\ (Bishop E 
T, Bell GT, Bloor S, Broom U, Hendry NFK, Wheatley DN, Angioge 
nesis, 3, 335-344 (1999) )„ :i<DM^m\'^X^t^m(O^SLWM±i^Mir^^^^ 
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[0039] immvtiit^m 

*>^^i2^^'=ti©|l»J10(4-[N-(4-^h=¥v'>^^^/W)-N-[[2-(3, 4, 
=^v^:7aic=:/V)fc»y^;?>-4--l'/V]p«^/U]T^7]-l-[[2-(3, 4, 5-hy^h^iX7iii^ 

/v)t''y>?>'-4--r/v]p<^/v]t°^yi^v-3i&^i&. &.rit^^2tmtdir^)^. la 

[0040] 2)^k'g-ife<D^^fSM 

'fb'^i^l<SLtJ«2^dimethylsialfoxide(DMSO) fvl^jUb. ^^b-^i^03, 1, 0. 3 

<DVEGF-A(j}^72K!j7tfcM) ^^iPLfcJflLif (iJ^^^Hl^thgi) ^fflV ^-Cl 

OOO-flFfJl^^U Oat-^J^^^^W). O. 1, 0. 3. 1. Z iixaol/l.CD^it'k^il 
&XJ^2)(Dmm^. "ttl'etvmmi^fCo |^^4*j■fl^i:bTVEGF-A^;UP;tTV^/^ 

[0041] 3)^^\:,^m<DisL'wm±mmi¥m(Diikn 

[0042] B. 3^;^ 

mm.'f-'^^m^mmam (a) ^ij^wis^g (b) ^^»>f bLTi/^y^^n^bfct^to-efe 

iai2SfO«ia2(C^i-J;9{-. it^mim:^2\t. O. 3At^lol/LJ^Jl±<D^gS^C*DV^T 



wo 2005/034953 1 0 PCT/JP2004/014956 



wo 2005/034953 



11 



PCT/JP2004/014956 



2 



r3 R 

(1) 

Xf*. O. NR'*. CONR*Xf*NR*CO^^L; 

R^'n. 'tth^fi:^mm^. T^V^^vm. T?V^:=-)Vm. T;V^=-?vm^ gm^b< 
r\ R^S.tm^;d^ ^tv^in. Tlamm^. bKndri/S. C -C -T/v 

1 8 

18 18 

C -C -T/V^/VS^#i--5T/W=3r/V^:^S. ;^7/^>!H=ariy/^^> C -C -T/V^ 

18 16 

1 6 

R^dS. ^fl^tl. 7i(,mm^. C -C -T/^=ar/VX. C -C -T/l^'Jrrr/l'S. C -C 

1 8 3 8 3 8 

6 14 

6 14 16 

1 6 
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^/V:^/V^0^7"nTy— /^^(^M^S;^^. T/V=3f-/vS, T/V=i^v/S, T/i^^yW-^ 

t°yi^i^-3— r/v]^^/i^]r5:/]-i-[[2-(3. 4, 5-hy^h=aei/:7^^/u)t°yv?:/-4 

-^/V]^^/^]f^yi^i^.4-[N-(4-p{h^i^:7ai-/V)-N-[[2-(3, 4. 5-hyp<h 

dri/':7a.^/v)t:"yi^i^-4— f/V']p<^/i']T^y]-i-[[2-(3, 4, 5-hyp{h=af^/:7cn= 

[6] -^^(1) 

Wl:2] 

V,_/^ ;i-cH,-N >-(CH^x-(CHA-ir zr\J 

^ — Is 

(1) 



r3 " R 



NR^*, CONR^'XfiNR^CO^^L; 
R''^*. ^iX^tVTK^lE^^. T/W^/l-S. T/W-ir::^/!^^. T/V:¥^/V^. em^b< 
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1 8 

18 18 
18 16 

1 6 

[8] R^UlK ^tl^tl. Tkmm^. C -C -T/W^/W*. C -C -T7W>irc:i/vS, c -c 

1 8 3 8 3 8 

6 14 

m^c -c -ry— /I— c -c -r/v^/i^m. xyimM^\^<nmM^x-hox^ 

6 14 16 

1 6 

7/V=¥/VS0^7^nTy— /VS<Z>®iSlS}d^ T/V'Sf/V'S. T/V'=^v'S. T/V^/V^ 
[10] mt^^^7!)U-lN-i4-?ih^Z^Z7z>^=./U)-N-Li5-i3, 4, 5-hy^h=ar^^:7aic:i/V) 

ifyi^v-3— r/i']^^/v]T^y]-i-[[2-(3, 4, 5-hyp<h^i/:7aic:i/v)fyi;?i/-4 

->r/V']p<^/V]t°-<yv^:^.4-[N-(4-;^hdE-iy:7air:i/k)-N-[[2-(3. 4, 5-by^b 
^->:7a.^7V)t''yv?>--4--r/V]^^7V]T5y]-l-[[2-(3, 4. 5-hy^h^iX:7^:=i 

wm^. m^}nr. wmi^. isL^7u^:t-i^y^. sk'^m^m^Hm. mm^mm^. m 

[12] -^^(1) 
[^k3] 
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1, 



CH2-N 




(CH2)iH-X— (CH2)„- 




(1) 



R^*}*. 'tti'efiykmm^. T;v^)vm. r/v^^/vS. T/v=3r^/i-*. gi^^b< 

[13] r\ R^jttKR^;&s, ^fi^ti, ^mm^. ^^^^i^m^. tKo^->^. c -c -t/v 

1 8 

^/VS. ^^n^yi^m^C -C -T/I^^/VS. C -C -T/V^/VS^^f ST/W3^i^ 

18 18 

C -C -T^V=¥/VS^#-r6T/V=3r/V^:^S. :iJ/V:^^iy/l^m. C -C -T/V=ar 

18 16 

1 6 

[14] R'';65^ ^tt^tbx tK^MT-. C -C -T/W=^r/V^. C -C -r/V^:^/vm. C -C 

1 8 3 8 3 8 

6 14 

6 14 16 

1 6 

[15] R^tc^oft-sry— /VS. T7/w=3e/^S(©Ty— /VS. ^v^nry— /vs^^^^t^dt 

9/V=3p/kS<^-^-7"nTy— /VS<Z)gifeS;5^ T/V^/VS. T/V^^i/S. T/V^r/l^ 
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[16] #^fife5>;e>54-[N-(4-^h=3ri/:73i:^/l-)-N-[[5-(3. 4, 5-hV^h^iy^=^=-/l^) 

fyi;?>'-3— r/w]7<^yv]T^y]-i-[[2-(3, 4, 5-hy7<h=¥V7rcc:^/V')fc°yi;>:^-4 

-^/V']p<^/l']t°^yi;^:/.4-[N-(4-p{h^^/>'ai— /V)-N-[[2-(3, 4, 
dri/:7ai=/V-)fy:^:/-4— r/V']^^/V]T5/]-l-[[2-(3, 4, 5-hy^b^->:73iri 

/i-)fc°yv^>'-4--f/i']^^/i']t°-<y>?:/X}*^tLe>o:^T*fesit*j®i2is^o^ffl 

o 

[17] -l^^(l) 
[^M 



R 

(1) 

R''^^ ^fy^fX.imU^f'. TfV^JiVm. r?V^:^fVm. T/l^^::^/Vm. eife^L< 
[18] r\ R^RXJ^^:^^. ^n^en. 7i<.mm^. ^^ri^^^m^. tKn^i/^, C -C -T/v 

1 8 

^/W^, ^NoyVgifeC -C -Ty^^/i^m. C -C -T/V:3E^/WS^#i-ST/W3=3riX 

18 18 
18 16 
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1 6 

R''^^. ^tl^tl. T^mm^. C -C -T/V=3r/V'S. C -C -T/V^^/VS. C -C 

1 8 3 8 3 8 

6 14 

Milic -c -ry— /I— c -c -t/v^/vs. x«:g|fe^L,<}*tEg|§i-t?a5oT^ 

6 14 16 

1 6 

^/^^/v^<7)^-rciTy— T/v^/vl^. Ty^=i=^v'^. T/w=¥/v^ 
ify-^v-a-'f/i^i^^/vlT^yD-i-ECa-ca, 4. 5-hV;^h^t^zc:z:^M^Vi^>-4 

— r/V]7«^/l^]t"-<yv?:/^4-[N-(4-p<h=ariX:7ai:=:/V)-N-[[2-(3, 4, 5-hy^h 
^i/:73i=/V)fc:''yi;^^^-4— r/V]p<^/P]T^y]-l-[[2-(3, 4, 5-hy^h^i/7ai- 

\f^])i^i^:5m^if\,h(omrt^tb^mim.i7^m(o^m 



V, ;pCH,-N >--(CH^X-(CH^„— Zr\_J 

R'* *t 

(1) 



2 
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R^r*. ^ti^tiyKmm^. r/i^^/i^m. T^v^=^7vm. t/V"¥-/vs> mmmv< 

[24] r\ R'^RXm^if^. ^tl^n. Tkmm^. ^^ti^^m^. tKn:^riXS. C -C -T/> 

1 8 

^/VS. /M3y:/gi^C -C -T/Vs^/VS. C -C -T/l'=¥/VS?r^i--5T/W3=ar->' 

18 18 

C -C -T/W!ar/VS^^i-ST/W=¥/V^:^S. ;^/V'JK'¥->/VS^ C -C -T/l^^ 

18 16 

1 6 

[25] R^HK ^tl^tl. Tkmm^. C -C -T/V^/P-S. C -C -T/V^=/l-S. C -C 

1 8 3 8 3 8 

6 14 

6 14 16 

1 6 

[26] R'*(::*3{t^Ty— /VS, T^/V^/vS<DTy— /V-S. ^7"C2Ty— /V-SXfi^xnr 
7/v^/vSo^7^nTy— /wS<Z)g^S3dS^ T/i-^/v^. T/W3=¥>'^. T/v=¥/v^ 

[27] W^J^:9-:a54-[N-(4-^h=¥i/:7m^/V)-N-[[5-(3. 4. 5-hyp<h^v^>'a.^/V) 

f yi^:^-3->r/v]^^/v]T^y]-i-[[2-(3, 4, 5-hyp<h^i/:73i-7v)t:''yi^i/-4 
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df->73i:=/V)lfyi;^^-4— r/^]^^/V]T5y]-l-[[2-(3, 4, 5-hyp<hdriX:73ir:i 



[28] 

<\ //-fi rCii2-N )— (CH2)i5-x— (CH2)„— n- 3j— <v ^ 

(1) 

X{*. O. NR"*. CONR''X}*NR''COtr^U; 

R^f*. ^tv^n;!k^M^. T/v^/i-S. T/V^Jr-yP-S. T/W^^/V^. Mlfe^L< 
[29] r\ K'RXfR^T!)^. T^mm^. ^^^^>'m^. tKi='=3ri/S. C -C -T/V 

1 8 

18 18 
18 16 

1 6 
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